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Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 
PROUSDDR now available on STN 

PROUSDDR: One FREE connect hour, per account, in both May 
and June 2004 

EXTEND option available in structure searching 

Polymer links for the POLYLINK command completed in REGISTRY 

FRFULL now available on STN 

New UPM (Update Code Maximum) field for more efficient patent 
SDIs in CAplus 

CAplus super roles and document types searchable in REGISTRY 
Explore APOLLIT with free connect time in June 2 004 
STN Patent Forums to be held July 19-22, 2004 
Additional enzyme -catalyzed reactions added to CASREACT 
ANTE, AQUALINE, BIOENG, CIVILENG, ENVIROENG, MECHENG, 
and WATER from CSA now available on STN (R) 



NEWS EXPRESS MARCH 31 CURRENT WINDOWS VERSION IS V7.00A, CURRENT 

MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 26 APRIL 2 004 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS INTER General Internet Information 

NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 
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=> file medline embase biosis biotechds scisearch hcaplus ntis lifesci 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 



FILE 'MEDLINE' ENTERED AT 12:07:10 ON 01 JUL 2004 



FILE 'EMBASE' ENTERED AT 12:07:10 ON 01 JUL 2004 
COPYRIGHT (C) 2004 Elsevier Inc. All rights reserved 



FILE »BIOSIS» ENTERED AT 12:07:10 ON 01 JUL 2004 
COPYRIGHT (C) 2004 BIOLOGICAL ABSTRACTS INC. (R) 

FILE 1 BIOTECHDS ' ENTERED AT 12:07:10 ON 01 JUL 2004 

COPYRIGHT (C) 2004 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 

FILE ' SCISEARCH' ENTERED AT 12:07:10 ON 01 JUL 2004 
COPYRIGHT 2 004 THOMSON IS I 

FILE 'HCAPLUS' ENTERED AT 12:07:10 ON 01 JUL 2004 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2004 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'NTIS' ENTERED AT 12:07:10 ON 01 JUL 2004 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2004) 

FILE 'LIFESCI 1 ENTERED AT 12:07:10 ON 01 JUL 2004 
COPYRIGHT (C) 2004 Cambridge Scientific Abstracts (CSA) 
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126 BIOTECHDS COPYRIGHT 2004 THOMSON DERWENT/ISI on STN 
2004-08 972 BIOTECHDS 

Down regulating a pre-selected endogenous gene, useful in 
treating cancer or a pre-cancerous growth, infectious 
diseases and/or inflammatory diseases, by administering a 
composition comprising a double -stranded RNA molecule; 

gene down -regulation and RNA interference for use in 

disease therapy and gene therapy 

SCARIA P V; WOODLE M C; LU P Y; TANG Q; XU J; XIE F Y 
I NT RAD I GM CORP 
WO 2004013310 12 Feb 2004 
WO 2003-US24587 6 Aug 2003 
US 2002-401029 6 Aug 2002; 
Patent 
English 

WPI: 2004-157124 [15] 



US 2002-401029 6 Aug 2002 
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SOURCE : 
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2004 : 120760 HCAPLUS 
140:193038 

Use of mouse genes involved in tumor development for 
the development of anti -cancer drugs 

Van Lohuizen, Maarten Matthijs Sharif; Berns, Antonius 
Jozef Maria; Martins, Carla Pedro; Mikkers, Henricus 
Martinus Maria; Lenz, Jack Richard; Lund, Anders 
Henrik; De Koning, John Paul 
Kylix B.V. , Neth. 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

2 



280 pp 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2004012817 

W: AE, AG 

CO, CR 

GM, HR 

LS, LT 

PG, PH 

TR, TT 

KG, KZ 

RW: GH, GM 

CH, CY 

NL, PT 

GW, ML 

EP 1386639 

R: AT, BE 

IE, SI 

US 2004033974 
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MW, MZ 
DK, EE 
SI, SK 
SN, TD 

20040204 
DK, ES 
FI, RO 

20040219 



WO 2003-EP8470 



20030731 



AZ, BA, BB, BG, BR, BY, BZ , CA, CH, CN, 

DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

IS, JP, KE, KG, KP, KR, KZ , LC, LK, LR, 

MG, MK, MN, MW, MX, MZ, NI , NO, NZ , OM, 

SC, SD, SE, SG, SK, SL, SY, TJ, TM, TN, 

UZ, VC, VN, YU, ZA, ZM, ZW, AM, AZ, BY, 

SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, BG, 

ES, FI, FR, GB, GR, HU, IE) IT, LU, MC, 

TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, 
TG 

EP 2002-78143 20020731 

FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

MK, CY, AL, TR, BG, CZ, EE, SK 

US 2002-224524 20020819 



PRIORITY APPLN. INFO. : 



EP 2002-78143 A 20020731 
US 2002-224524 A 20020819 
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HCAPLUS COPYRIGHT 2 004 ACS on STN 
2004 : 334306 HCAPLUS 
140:404560 

ILKAP regulates ILK signaling and inhibits 
anchorage -independent growth 

Kumar, Ashu S.; Naruszewicz, Izabela; Wang, Ping; 

Leung-Hagesteijn, Chungyee; Hannigan, Gregory E. 

Department of Laboratory Medicine and Pathobiology, 

University of Toronto, Toronto, ON, Can. 

Oncogene (2004), 23(19), 3454-3461 

CODEN: ONCNES; ISSN: 0950-9232 

Nature Publishing Group 

Journal 

English 

56 THERE ARE 56 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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126 MEDLINE on STN DUPLICATE 1 

2004123575 MEDLINE 
PubMed ID: 14981538 

Apoptosis signaling by the novel compound 3-C1-AHPC 
involves increased EGFR proteolysis and accompanying 
decreased phosphatidylinositol 3 -kinase and AKT 
kinase activities. 

Farhana Lulu; Dawson Marcia I; Huang Ying; Zhang Yuxiang; 
Rishi Arun K; Reddy Kaladhar B; Freeman Robert S; Fontana 
Joseph A 

John D Dingell VA Medical Center, Karmanos Cancer 
Institute, Department of Internal Medicine, Wayne State 
University, Detroit, MI 48201, USA. 
PO CA51993 (NCI) 

Oncogene, (2004 Mar 11) 23 (10) 1874-84. 

Journal code: 8711562. ISSN: 0950-9232. 

England: United Kingdom 

Journal; Article; (JOURNAL ARTICLE) 

English 

Priority Journals 
200405 

Entered STN: 20040312 

Last Updated on STN: 20040514 

Entered Medline: 20040513 
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HCAPLUS COPYRIGHT 2 004 ACS on STN 
2004 : 145007 HCAPLUS 
140 :404419 

Phospho- Serine- 118 Estrogen Receptor-a 
Detection in Human Breast Tumors 
in Vivo 

Murphy, Leigh; Cher let, Tracy; Adeyinka, Adewale; Niu, 
Yulian; Snell, Linda; Watson, Peter 
Department of Biochemistry and Medical Genetics, 
Manitoba Institute of Cell Biology, Winnipeg, MB, Can. 
Clinical Cancer Research (2004), 10(4), 1354-1359 

CODEN: CCREF4; ISSN: 1078-0432 

American Association for Cancer Research 

Journal 

English 

2 8 THERE ARE 28 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2004221561 EMBASE 

Collagen I upregulates extracellular matrix gene 
expression and secretion of TGF-pi by cultured 
human mesangial cells. 

Ortega-Velazquez R. ; Gonzalez -Rubio M. ; Ruiz-Torres M.P.; 
Diez -Marques M.L.; Iglesias M.C.; Rodriguez -Puyol M.; 
Rodriguez -Puyol D. 

M.P. Ruiz -Torres, Departamento de Fisiologia, Facultad de 
Medicina, Universidad de Alcala, Carretera de Barcelona, 
Km. 33,600, Alcala de Henares, 28880 Madrid, Spain, 
mpiedad . ruiz@uah . es 

American Journal of Physiology - Cell Physiology, (2004) 
286/6 55-6 (C1335-C1343 ) . 
Refs: 40 

ISSN: 0363-6143 CODEN: AJPCDD 
United States 
Journal; Article 

005 General Pathology and Pathological Anatomy 

006 Internal Medicine 

02 8 Urology and Nephrology 

English 

English 

6 SCISEARCH COPYRIGHT 2 004 THOMSON ISI on STN 

2004 : 118174 SCISEARCH 
: 766WX 

Transcriptional activation of p21 (waf 1) / (cipl) by 
alkylphospholipids : Role of the mitogen-activated protein 
kinase pathway in the transactivation of the 
human p21 (waf 1/cipl) promoter by Spl 

De Siervi A; Marinissen M; Diggs J; Wang X F; Pages G; 
Senderowicz A (Reprint) 

NICDR, Oral & Pharyngeal Cane Branch, Mol Therapeut Unit, 
NIH, 30 Convent Dr, Bldg 30, Room 212, Bethesda, MD 20892 
USA (Reprint) ; NICDR, Oral & Pharyngeal Cane Branch, Mol 
Therapeut Unit, NIH, Bethesda, MD 20892 USA; Duke Univ, 
Med Ctr, Dept Pharmacol, Durham, NC USA; Ctr Antoine 
Lacassagne, Inst Signalling Dev Biol & Cane Res, F-06054 
Nice, France 
USA; France 

CANCER RESEARCH, (15 JAN 2004) Vol. 64, No. 2, pp. 743-750 

Publisher: AMER ASSOC CANCER RESEARCH, 615 CHESTNUT ST, 

17TH FLOOR, PHILADELPHIA, PA 19106-4404 USA. 

ISSN: 0008-5472. 

Article; Journal 

English 

69 

♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 



L16 ANSWER 8 OF 126 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

2004051002 EMBASE 

Aberrant methylation of DAP-kinase in 

therapy-related acute myeloid leukemia and myelodysplastic 
syndromes . 

Voso M.T.; Scardocci A.; Guidi F.; Zini G.; Di Mario A. ; 
Pagano L.; Hohaus S.; Leone G. 

M.T. Voso, Istituto di Ematologia, Universita Cattolica S. 
Cuore, L.go A. Gemelli, 1, 00168 Rome, Italy. 
mtvoso@rm.unicatt . it 

Blood, (15 Jan 2004) 103/2 (698-700) . 
Refs: 24 
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ISSN: 0006-4971 CODEN: BLOOAW 
United States 
Journal; Article 
016 Cancer 
025 Hematology 

037 Drug Literature Index 

038 Adverse Reactions Titles 
English 

English 
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126 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on STN 
2004:173292 BIOSIS 
PREV200400174837 

Homeodomain- interacting protein kinase-2 activity 
and p53 phosphorylation are critical events for 
cisplatin-mediated apoptosis. 

Di Stefano, Valeria; Rinaldo, Cinzia; Sacchi, Ada; Soddu, 
Silvia; D'Orazi, Gabriella [Reprint Author] 
Molecular Oncogenesis Laboratory, Regina Elena Cancer 
Institute, Via delle Messi d'Oro 156, 00158, Rome, Italy 
dorazioif o. it 

Experimental Cell Research, (February 15 2004) Vol. 293, 
No. 2, pp. 311-320. print. 
ISSN: 0014-4827 (ISSN print) . 

Article 
English 

Entered STN: 31 Mar 2004 

Last Updated on STN: 31 Mar 2004 
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New nucleic acid constructs comprising a region encoding a 
chimeric polypeptide fused to an apoptosis signaling 
molecule, and a region encoding an element directing 
polypeptide expression, useful for down- regulating 
angiogenesis ; 

adeno virus vector-mediated Fas-C chimeric protein gene 
transfer and expression in endothelial cell for 
use in cancer gene therapy 

HARATS D; GREENBERGER S 

VASCULAR BIOGENICS LTD 

WO 2003033514 24 Apr 2003 

WO 2002-IL339 1 May 2002 

US 2001-330118 19 Oct 2001; US 2001-330118 19 Oct 2001 

Patent 

English 

WPI: 2003-393499 [37] 
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126 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on STN 
2004:99397 BIOSIS 
PREV200400100947 

G protein-coupled receptor kinase interaction 

with Hsp90 mediates kinase maturation. 

Luo, Jiansong; Benovic, Jeffrey L. [Reprint Author] 

Department of Microbiology and Immunology, Kimmel Cancer 

Center, Thomas Jefferson University, Philadelphia, PA, 

19107, USA 

jef f .benovicOmail .tju.edu 

Journal of Biological Chemistry, (December 19 2003) Vol. 

278, No. 51, pp. 50908-50914. print. 

CODEN: JBCHA3. ISSN: 0021-9258. 

Article 

English 

Entered STN: 18 Feb 2004 



Last Updated on STN: 18 Feb 2004 
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ACCESSION NUMBER: 2004:65664 BIOSIS 

DOCUMENT NUMBER: PREV2 0040 006742 0 

TITLE: Serine/ threonine kinase 

Mirk/DyrklB is an inhibitor of epithelial cell migration 
and is negatively regulated by the Met adaptor Ran-binding 
protein M. 

AUTHOR (S) : Zou, Yonglong; Lim, Seunghwan; Lee, Kangmoon; Deng, 

Xiaobing; Friedman, Eileen [Reprint Author] 
CORPORATE SOURCE: Pathology Dept., Upstate Medical University, 750 East Adams 

St., 2303 Weiskotten Hall, Syracuse, NY, 13210, USA 

f riedmae@mail .upstate . edu 
SOURCE: Journal of Biological Chemistry, (December 5 2003) Vol. 

278, No. 49, pp. 49573-49581. print. 

CODEN: JBCHA3 . ISSN: 0021-9258. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 28 Jan 2 004 

Last Updated on STN: 2 8 Jan 2 0 04 

L16 ANSWER 13 OF 126 BIOSIS COPYRIGHT 2 004 BIOLOGICAL ABSTRACTS INC. on STN 
ACCESSION NUMBER: 2004:42592 BIOSIS 
DOCUMENT NUMBER: PREV200400043744 

TITLE: Structural insights and biological effects of glycogen 

synthase kinase 3 -specific inhibitor AR-A014418. 

AUTHOR(S): Bhat, Ratan [Reprint Author]; Xue, Yafeng; Berg, Stefan; 

Hellberg, Sven; Ormo, Mats; Nilsson, Yvonne; Radesater, 
Ann-Cathrin; Jerning, Eva; Markgren, Per-Olof; Borgegard, 
Thomas; Nylof, Martin; Gimenez -Cassina, Alfredo; Hernandez, 
Felix; Lucas, Jose J.; Diaz-Nido, Javier; Avila, Jesus 

CORPORATE SOURCE: Research DMPK, AstraZeneca R and D Sodertalje, Bldg. 

231:213B, 15185, Sodertalje, Sweden 
ratan . bhat@as trazeneca . com 

SOURCE: Journal of Biological Chemistry, (November 14 2003) Vol. 

278, No. 46, pp. 45937-45945. print. 
CODEN: JBCHA3. ISSN: 0021-9258. 

DOCUMENT TYPE: Article 

LANGUAGE : Engl i sh 

ENTRY DATE: Entered STN: 14 Jan 2004 

Last Updated on STN: 14 Jan 2 004 

L16 ANSWER 14 OF 126 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on STN 
ACCESSION NUMBER: 2003:418400 BIOSIS 
DOCUMENT NUMBER: PREV200300418400 

TITLE : Inactivation of integrin-linked kinase induces 

aberrant tau phosphorylation via sustained activation of 
glycogen synthase kinase 3beta in N1E-115 
neuroblastoma cells . 

AUTHOR(S): Ishii, Toshiaki [Reprint Author] ; Furuoka, Hidefumi; Muroi, 

Yoshikage; Nishimura, Masakazu 
CORPORATE SOURCE: Department of Pathobiological Science, Obihiro University 

of Agriculture and Veterinary Medicine, Obihiro, Hokkaido, 

080-8555, Japan 

ishiiOobihiro .ac.jp 

SOURCE: Journal of Biological Chemistry, (July 18 2 003) Vol. 278, 

No. 29, pp. 26970-26975. print. 

CODEN: JBCHA3 . ISSN: 0021-9258. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 10 Sep 2 003 

Last Updated on STN : 10 Sep 2003 



hlS ANSWER 15 OF 126 BIOSIS COPYRIGHT 2004 BIOLOGICAL ABSTRACTS INC. on STN 
ACCESSION NUMBER: 2003:375108 BIOSIS 
DOCUMENT NUMBER: PREV200300375108 

TITLE: CK2 phosphorylation of the armadillo repeat region of 

beta-catenin potentiates Wnt signaling. 
AUTHOR (S) : Song, Diane H. ; Dominguez, Isabel; Mizuno, Junko; Kaut, 

Maurya; Mohr, Scott C; Seldin, David C. [Reprint Author] 
CORPORATE SOURCE: Boston Medical Center, 650 Albany St., Boston, MA, 02118, 

USA 

dseldin@medicine . bu . edu 
SOURCE: Journal of Biological Chemistry, (June 27 2003) Vol. 278, 

No. 26, pp. 24018-24025. print. 

CODEN: JBCHA3. ISSN: 0021-92 58. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 13 Aug 2003 

Last Updated on STN: 13 Aug 2003 

L16 ANSWER 16 OF 126 MEDLINE on STN DUPLICATE 2 

ACCESSION NUMBER: 2003219176 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 12624098 

TITLE: The inhibitory gamma subunit of the type 6 retinal cGMP 

phosphodiesterase functions to link c-Src and 
G-protein-coupled receptor kinase 2 in a 
signaling unit that regulates p42/p44 mitogen-activated 
protein kinase by epidermal growth factor. 

AUTHOR: Wan Kah Fei; Sambi Balwinder S; Tate Rothwelle; Waters 

Catherine; Pyne Nigel J 

CORPORATE SOURCE: Department of Physiology and Pharmacology, Strathclyde 

Institute for Biomedical Sciences, University of 
Strathclyde, 27 Taylor Street, Glasgow G4 ONR, Scotland, 
United Kingdom. 

SOURCE: Journal of biological chemistry, (2003 May 16) 278 (20) 

18658-63 . 

Journal code: 2985121R. ISSN: 0021-9258. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 2 003 06 

ENTRY DATE: Entered STN: 20030513 

Last Updated on STN: 20030626 
Entered Medline: 20030625 

L16 ANSWER 17 OF 126 MEDLINE on STN DUPLICATE 3 

ACCESSION NUMBER: 2003197406 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 12571245 

TITLE: Actin binding of human LIM and SH3 protein is 

regulated by cGMP- and cAMP- dependent protein 
kinase phosphorylation on serine 14 6. 

AUTHOR: Butt Elke; Gambaryan Stepan; Gottfert Nina; Galler Annette; 

Marcus Katrin; Meyer Helmut E 

CORPORATE SOURCE: Institute of Clinical Biochemistry and Pathobiochemistry , 

University of Wurzburg, Josef -Schneider-Strasse 2, D-97080 
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AB The invention relates to a human serine kinase 

receptor-like protein, designated as serine kinase 

receptor 10.34. The open reading frame of the cDNA encodes a protein with 
94 amino acids, and an estimated mol . weight of 10 kilodalton based on 
SDS-PAGE. 

The invention provides the use of polypeptide and polynucleotide in a 

method for treatment of various kinds of diseases, such as cancer, blood 

disease, HIV infection, immune diseases, growth disease, and inflammation. 

The invention also relates to methods, expression vectors and 

host cells for recombinant production of said serine 

kinase receptor 10.34. The invention also relates to agonist and 

antagonist of said serine kinase receptor 10.34 and 

uses in therapy. The invention found that the expression 



profile of said serine kinase receptor 10.34 in some 

animal cell lines and tissues was similar to that of human 

serine kinase receptor SKR1 . 
ST sequence cDNA serine kinase receptor like protein 

human; therapy diagnosis serine kinase 

receptor like protein human 
IT Susceptibility (genetic) 

(diagnosis of; human serine kinase 

receptor-like protein, protein and cDNA sequences, recombinant 
production and therapeutic uses) 
IT Immunity 

(disorder, treatment of; human serine 

kinase receptor-like protein, protein and cDNA sequences, 
recombinant production and therapeutic uses) 
IT Brain 

(fetal, serine kinase receptor-like protein 
cloned from; human serine kinase 

receptor-like protein, protein and cDNA sequences, recombinant 
production and therapeutic uses) 

IT Diagnosis 

(genetic, of susceptibility and mutation; human 
serine kinase receptor- like protein, protein and cDNA 
sequences, recombinant production and therapeutic uses) 

IT DNA microarray technology 

Nucleic acid amplification (method) 
Nucleic acid hybridization 

(human serine kinase receptor-like 

protein, cDNA sequence and uses in nucleic acid hybridization and 
amplification) 
IT Primers (nucleic acid) 
Probes (nucleic acid) 

RL: ARG (Analytical reagent use) ; ANST (Analytical study) ; USES (Uses) 
(human serine kinase receptor- like 

protein, cDNA sequence and uses in nucleic acid hybridization and 
amplification) 
IT cDNA sequences 

(human serine kinase receptor- like 

protein, cDNA sequence, recombinant production and therapeutic 
uses) 

IT Ant i -AIDS agents 

Anti- inflammatory agents 
Antitumor agents 
Drug screening 

Human 
Molecular cloning 
Plasmid vectors 
Viral vectors 

(human serine kinase receptor-like 

protein, protein and cDNA sequences, recombinant production and 

therapeutic uses) 
IT Antibodies and Immunoglobulins 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
BIOL (Biological study) ; PREP (Preparation) 

(human serine kinase receptor- like 

protein, protein and cDNA sequences, recombinant production and 
therapeutic uses) 
IT Antisense oligonucleotides 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
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therapeutic uses) 
IT Protein sequences 

(human serine kinase receptor-like 



protein, protein sequence, recombinant production and therapeutic 
uses) 
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(mol . , for disease related to aberrant expression or activity 
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therapeutic uses) 
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IT AIDS (disease) 
Blood, disease 
Inflammation 
Neoplasm 

(treatment of; human serine kinase 

receptor-like protein, protein and cDNA sequences, recombinant 
production and therapeutic uses) 
IT 340700-49-4, Receptor serine/ threonine protein 
kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(-like; human serine kinase receptor-like 

protein, protein sequence, recombinant production and therapeutic 
uses) 
IT 461743-18-0P 

RL: BPN (Biosynthetic preparation) ; BSU (Biological study, unclassified) 
DGN (Diagnostic use) ; PRP (Properties) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 
(amino acid sequence; human serine kinase 

receptor- like protein, cDNA sequence, recombinant production and 
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ACCESSION NUMBER: 1991:407426 BIOSIS 
DOCUMENT NUMBER: PREV199192074391 ; BA92:74391 

TITLE: PHOSPHORYLATION OF THE INSULIN RECEPTOR BY A CASEIN KINASE 

I -LIKE ENZYME. 

AUTHOR (S) : RAPUANO M [Reprint author]; ROSEN O M 

CORPORATE SOURCE: 18 HILLSIDE AVE, NEWTON, NJ 07860, USA 

SOURCE: Journal of Biological Chemistry, (1991) Vol. 266, No. 20, 

pp. 12902-12907. 

CODEN: JBCHA3. ISSN: 0021-9258. 
DOCUMENT TYPE: Article 
FILE SEGMENT: BA 
LANGUAGE: ENGLISH 

ENTRY DATE: Entered STN: 11 Sep 1991 

Last Updated on STN: 11 Sep 1991 

AB A serine protein kinase that phosphorylates the p-subunit of the 

insulin receptor has been partially purified 5,000-fold from HeLa cell 
membranes. The enzyme has been pur i fed by ion -exchange and 
hydroxylapatite chromatography and sucrose gradient centrifugation; it has 
an apparent molecular weight of 36,000-43,000 daltons . It exhibits the 
following properties: it catalyzes the phosphorylation of the 
autophosphorylated insulin receptor more efficiently than the 
nonautophosphosphorylated insulin receptor, it decreases insulin receptor 
phosphorylation of tubulin but has no effect on insulin receptor 
phosphorylation of microtubule -associated proteins or reduced and 
carboxyamidomethylated lysozyme . the enzyme also phosphorylates casein and 
ribosomal protein S6 and shares many properties with casein kinase I: 
similar molecular weight, utilization of ATP but not GTP as phosphoryl 
donor, and sensitivity to inhibition by heparin. Based on several 
criteria the reeptors serine kinase is neither protein kinase C nor the 
cAMP -dependent protein kinase. 
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ACCESSION NUMBER: 2002-09615 BIOTECHDS 

TITLE: Human serine kinase receptor 

10.34 and encoding polynucleotide, used in diagnosis and 
treatment of malignant tumors, hemopathy, human 
immunodeficiency virus infection, immunological diseases and 
inflammation; 

plasmid and virus vector-mediated recombinant protein gene 
transfer and expression in host cell, DNA microarray, DNA 
chip, antisense and antibody for cancer and HIV virus 
infection diagnosis and genetherapy 
AUTHOR: MAO Y; XIE Y 

PATENT ASSIGNEE: SHANGHAI BIOWINDOW GENE DEV INC 
PATENT INFO: WO 2002012486 14 Feb 2002 

APPLICATION INFO: WO 2000-CN1071 30 Jun 2000 
PRIORITY INFO: CN 2000-116976 30 Jun 2000 
DOCUMENT TYPE: Patent 
LANGUAGE : Ge rman 

OTHER SOURCE: WPI : 2002-164859 [21] 

AB DERWENT ABSTRACT: 

NOVELTY - An isolated polypeptide (I) of Human serine 

kinase receptor 10.34 containing a 94 residue amino acid sequence 

(51) , fully defined in the specification, or its fragment, analog or 
derivative, is new. Detailed Description 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) an isolated polynucleotide (II): (a) encoding (SI), or its 
fragment, analog or derivative; (b) complementary to (a) ; or (c) not less 
than 70 % homologous to (a) or (b) ; (2) a recombinant vector (III) 
containing an exogenous polynucleotide constructed from (II) and a 
plasmid, virus vector-expressing vector; (3) a genetically-modified host 
cell (IV) comprising (II) or (III) ; (4) producing (I) by culturing (IV) 
before isolating the product; (5) an antibody that specifically binds 
(I) ; (6) mimics or regulators of (I) activity or expression, preferably 
compounds that can mimic, promote, antagonize or inhibit Human 
serine kinase receptor 10.34; (7) using the compounds 

of (6) for regulating (I) in vivo or in vitro; (8) detecting diseases 
relating to the novel polypeptide or disease susceptibility, by measuring 
the expression dose of (I) , determining (I) activity, or detecting (I) 
expression dose caused by the polynucleotide that has abnormal activity 
due to a (II) mutation; (9) using (I) for screening mimics, agonists, 
antagonists or inhibitors, or for use in peptide fingerprinting 
identification; (10) using (II) as a primer for nucleic acid 
amplification reaction or as a probe for hybridization reaction, or in 
producing gene chips or microarrays; and (11) drug compositions for 
diseases relating to the (I) containing (I), (II), or mimics, agonists, 
antagonists, or inhibitors and their preparation in safe amounts with 
pharmaceutically-acceptable carrier, which can be used as diagnostics as 
well . 

BIOTECHNOLOGY - Preferred Polypeptide: (I) is particularly one with 
not less than 95 % homology to (SI) , especially one with an amino-acid 
sequence of (SI). Preferred Polynucleotide: (II) encodes the polypeptide 
of (SI) , and contains a sequence with bases 965-1249, or bases 1-1907 of 
a 1907 nucleotide sequence (S2) , fully defined in the specification. 
Preferred Compound: The compound is particularly a polynucleotide of 

(52) , or an antisense of its fragment. 

ACTIVITY - Cytostatic; hemostatic; virucide; immunomodulatory; 
antiinflammatory. No biological data is given. 

MECHANISM OF ACTION - Gene therapy. No biological data is given. 

USE - (I) and (II) are used in diagnosis and treatment of malignant 
tumor, hemopathy, human immunodeficiency virus (HIV) infection, 
immunological diseases and various inflammations (claimed) . 

ADMINISTRATION - Administration is non-oral, particularly by 
injection. No dosage is suggested. 

EXAMPLE - Cloning of Human serine kinase 
receptor 10.34 was performed by using human fetal RNA and then further 



studies were carried out. (34 pages) 
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Binary prediction tree modeling with many predictors 

and its uses in clinical and genomic applications 

Nevins, Joseph R.; West, Mike; Huang, Andrew T. 

Duke University, USA 

PCT Int. Appl., 886 pp. 
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US 2003-458373P P 20030331 
WO 2003-US33946 A 20031024 
AB The statistical anal, described and claimed is a predictive statistical 
tree model that overcomes several problems observed in prior statistical 
models and regression analyses, while ensuring greater accuracy and 
predictive capabilities. Although the claimed use of the predictive 
statistical tree model described herein is directed to the prediction of a 
disease in individuals, the claimed model can be used for a variety of 
applications including the prediction of disease states, susceptibility of 
disease states or any other biol . state of interest, as well as other 
applicable non-biol . states of interest. This model first screens genes 
to reduce noise, applies kmeans correlation-based clustering targeting a 
large number of clusters, and then uses singular value decompns . (SVD) to 
extract the single dominant factor (principal component) from each cluster. 
This generates a statistically significant number of cluster-derived singular 
factors, that are referred to as metagenes, that characterize multiple 
patterns of expression of the genes across samples. The strategy aims to 
extract multiple such patterns while reducing dimension and smoothing out 
gene-specific noise through the aggregation within clusters. Formal 
predictive anal, then uses these metagenes in a Bayesian classification 
tree anal. This generates multiple recursive partitions of the sample 
into subgroups (the 'leaves* of the classification tree), and assocs. 
Bayesian predictive probabilities of outcomes with each subgroup. Overall 
predictions for an individual sample are then generated by averaging 
predictions, with appropriate wts., across many such tree models. The 
model includes the use of iterative out -of -sample, cross-validation 
predictions leaving each sample out of the data set one at a time, 
refitting the model from the remaining samples and using it to predict the 
hold-out case. This rigorously tests the predictive value of a model and 
mirrors the real -world prognostic context where prediction of new cases as 
they arise is the major goal. 
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ACCESSION NUMBER: 2003:777245 HCAPLUS 

DOCUMENT NUMBER: 13 9:287957 

TITLE: Regulation of HIV-Tat and NEF by PAK4 kinase and its 

binding partners and methods of identifying modulators 
thereof 

INVENTOR (S) : Melnick, Michael B.; Moritz, Albrecht; Comb, Michael 

J. 

PATENT ASSIGNEE (S): Cell Signaling Technology, Inc., USA 

SOURCE: U.S. Pat. Appl . Publ . , 47 pp., Cont . -in-part of U.S. 

Ser. No. 750,457, abandoned. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE : Eng 1 i sh 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



US 2003186254 Al 20031002 US 2002-134102 20020429 

PRIORITY APPLN. INFO.: US 1999-173939P P 19991230 

US 2000-750457 B2 20001228 
AB The present invention discloses complexes of cellular signaling proteins 
that interact in vivo with the HIV-encoded auxiliary proteins Nef and Tat 
to modulate their activity. This complex includes the novel 
serine/ threonine kinase PAK4 and the novel guanine nucleotide exchange 
factor Cdc42-GEF, which synergize to stimulate Tat transcriptional 
activity, and the acetyl-transferase Tip60 which modifies Nef. These 
cellular partners of the HIV auxiliary proteins represent novel targets 
for HIV therapeutics. The invention provides isolated DNA and vectors 
encoding PAK4 and Cdc42-GEF, and methods of producing recombinant forms of 
these proteins. The invention also provides methods for identifying 



compds. that modulate the activity of HIV-Tat, HIV-Nef or Tip60, and 
methods for modulating the activity of these enzymes. 
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Genes that are differentially expressed during 
erythropoiesis and their diagnostic and therapeutic 
uses 
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Pfizer Products Inc., USA; Max-Delbrueck-Centrum Fuer 

Molekulare Medizin 

PCT Int. Appl., 285 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


2003038130 


A2 


20030508 




WO 2002-US34888 


20021031 






wo 


2003038130 


A3 


20040212 






















wo 


2003038130 


CI 


20040422 
























W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD , 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 




UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 




TJ, 


TM 
































RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


BG, 




CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


PI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 




PT, 


SE, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 




NE, 


SN, 


TD, 


TG 


























wo 


2003038130 


A2 


2003 


0508 




WO 2002-XA34888 


20021031 








W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, 


PH, 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 




UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 




TJ, 


TM 
































RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


BG, 




CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 




PT, 


SE, 


SK, 


TR , 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 




NE, 


SN, 


TD, 


TG 


























us 


2004014064 


Al 


2004 


0122 




US 


1 2002-285366 


20021031 






LITY APPLN. 


INFO 


• * 










US 2001- 


335048P 


P 


20011031 






















US 2001- 


335183P 


P 


20011102 






















WO 2002- 


US34888 


A 


20021031 







AB The present invention provides mol . targets that regulate erythropoiesis. 
Groups of genes or their encoded gene products comprise panels of the 
invention and may be used in therapeutic intervention, therapeutic agent 
screening, and in diagnostic methods for diseases and/or disorders of 
erythropoiesis . The panels were discovered using gene expression 
profiling of erythroid progenitors with Affymetrix HU6800 and HG-U95Av2 
chips. Cells from an in vitro growth and differentiation system of 
SCF-Epo dependent human erythroid progenitors, E-cadherin+/CD36+ 
progenitors, cord blood, or CD34+ peripheral blood stem cells were 
analyzed. The HU6800 chip contains probes from 13,000 genes with a 
potential role in cell growth, proliferation, and differentiation and the 



HG-U95Av2 chip contains 12,000 full-length, functionally-characterized 
genes. This abstract record is one of two records for this document 
necessitated by the large number of index entries required to fully index the 
document and publication system constraints. 
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20010911 



US 2001-318854P P 
A method for identifying genes involved in development, progression, 
and/or maintenance of a disease comprises comparison of gene expression 
profiles of samples from healthy and diseased subjects and/or from treated 
and untreated diseased subjects. The methods may be applied to the 
identification of genes involved in cardiac disease states. Through the 
identification of new targets, addnl . methods for drug screening and 
therapy also are provided. Thus, the method was applied to patients 
exhibiting dilated cardiomyopathy and those with the disease after 
treatment with p-blockers. One hundred thirty six genes which were 
up- or down-regulated were identified. 
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AB The invention relates to a human serine kinase 

receptor-like protein, designated as serine kinase receptor 10.34. The 
open reading frame of the cDNA encodes a protein with 94 amino acids, and 
an estimated mol . weight of 10 kilodalton based on SDS-PAGE. The invention 
provides the use of polypeptide and polynucleotide in a method for 
treatment of various kinds of diseases, such as cancer, blood disease, HIV 
infection, immune diseases, growth disease, and inflammation. The 
invention also relates to methods, expression vectors and host cells for 
recombinant production of said serine kinase receptor 10.34. The invention 
also relates to agonist and antagonist of said serine kinase receptor 
10.34 and uses in therapy. The invention found that the expression 
profile of said serine kinase receptor 10.34 in some animal cell lines and 
tissues was similar to that of human serine 
kinase receptor SKR1 . 
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AB The present invention provides protein and cDNA sequences of two novel 
human serine protein kinases (KSE336-1 and KSE336-2) expressed in brain 
and pancreas. The present invention relates to all facets of novel 
polynucleotides, the polypeptides they encode, antibodies and specific 
binding partners thereto, and their applications to research, diagnosis, 
drug discovery, therapy, clin. medicine, forensic science, pathol . , and 
medicine. The polynucleotides are expressed in brain and pancreas and are 
therefore useful in variety of ways, including, but not limited to, as 
mol . markers, as drug targets, and for detecting, diagnosing, staging, 
monitoring, prognosticating, preventing or treating, determining predisposition 
to diseases and conditions, especially relating to brain and pancreas. 
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Human TPX2 is required for targeting Aurora-A kinase 
to the spindle 

Kufer, Thomas A./ Sillje, Herman H. W. ; Korner, Roman; 
Gruss, Oliver J.; Meraldi, Patrick; Nigg, Erich A. 
Department of Cell Biology, Max Planck Institute of 
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Rockefeller University Press 
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Aurora-A is a serine -threonine kinase implicated in the assembly and 
maintenance of the mitotic spindle. Here we show that human Aurora-A 
binds to TPX2 , a prominent component of the spindle apparatus TPX2 was 
identified by mass spectrometry as a major protein coimmunopptg . 
specifically with Aurora-A from mitotic HeLa cell exts. Conversely, 
Aurora-A could be detected in TPX2 immunoppts . This indicates that 
subpopulations of these two proteins undergo complex formation in vivo. 
Binding studies demonstrated that the N-terminal of TPX2 can directly 
interact with the COOH-terminal catalytic domain of Aurora-A. Although 
kinase activity was not required for this interaction, TPX2 was readily 
phosphorylated by Aurora-A. Upon siRNA-mediated elimination of TPX2 from 
cells, the association of Aurora-A with the spindle microtubules was 
abolished, although its association with spindle poles was unaffected. 
Conversely, depletion of Aurora-A by siRNA had no detectable influence on 
the localization of TPX2 . We propose that human TPX2 is required for 
targeting Aurora-A kinase to the spindle apparatus In turn, Aurora-A might 
regulate the function of TPX2 during spindle assembly. 
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AB The present invention provides the amino acid sequence a human protein, 
and encoding gene and cDNA sequences, that shows a particularly high 
degree of similarity to the the serine/threonine protein kinase EVC gene 
which is associated with Ellis-van Creveld syndrome and Weyers acrodental 
dysostosis. Exptl. data indicates expression in humans in prostate, lung, 
and whole brain. The present invention specifically provides isolated 
peptide and nucleic acid mols . , methods of identifying orthologs and 
paralogs of the kinase peptides, and methods of identifying modulators of 
the kinase peptides . 
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WO 1999-US11341 W 19990521 
US 2000-718032 A3 20001121 
AB This invention provides an isolated mammalian nucleic acid mol. encoding a 
PAK4 serine/threonine kinase. This invention provides an isolated nucleic 
acid mol. encoding a mutant homolog of the mammalian PAK4 serine/threonine 
kinase whose amino acid sequence is set forth. This invention provides a 
fusion protein comprising a PAK4 serine/threonine kinase or a fragment 
thereof and a second peptide. This invention provides a purified 
mammalian PAK4 serine/threonine kinase. This invention provides a protein 
comprising substantially the amino acid sequence set forth in Figure 1A. 
This invention provides a monoclonal antibody directed to an epitope of a 
PAK4 serine/threonine kinase. This invention provides a method of 
inhibiting PAK4 function comprising administering a ligand comprising an 
amino acid domain which binds to a GTP binding protein so as to inhibit 
binding of the GTP binding protein to PAK4 . This invention provides a 
method of inhibiting PAK4 function comprising administering a ligand which 
binds to the GTP binding domain of PAK4 so as to inhibit PAK4 binding to a 
GTP binding protein. This invention provides a method of inhibiting PAK4 
serine/ threonine kinase function comprising administering a ligand which 
blocks an ATP binding domain so as to inhibit PAK4 serine/ threonine kinase 
function. This invention provides a method of inhibiting growth of a 
tumor cell comprising blocking Cdc42Hs by administering a ligand capable 
of binding to a Cdc42Hs binding site of a PAK4 serine/ threonine kinase. 
PAK4 was shown to interact with activated Cdc42Hs through GBD/CRIB domain 
and is recruited to the Golgi . PAK4 is involved with the actin 
cytoskeleton and activation of the JNK pathway. PAK4 induces actin 
polymerization and induces formation of filopodia. PAK4 is used as a tumor 

cell 

inhibitor for cancer or arthritis. Mouse cDNA and protein fragments are 
also listed. . 
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PRIORITY APPLN. INFO.: GB 1997-26851 A 19971219 

WO 1998-GB3793 W 19981217 
AB A human signal -transduction kinase polypeptide is described which is 
expressed at a particularly high level in tissues of the human immune 
system. A full length cDNA which encodes a Ste20-like signal transduction 
serine/threonine kinase polypeptide is disclosed as well as the interior 
structural region and the amino acid residue sequence of the native biol . 
mol . Methods are provided to identify compds . that modulate the biol. 
activity of the human Ste20-like signal transduction serine/threonine 
kinase. Also described are antisense nucleic acid sequences capable of 
inhibiting expression of the kinase, a pharmaceutical composition containing 
compound capable of modulating the the kinase activity, and a diagnostic kit 
containing antibodies to the kinase or PCR primers derived from the encoding 
cDNA. 
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AB The unc-51 gene, isolated from mutants of Caenorhabditis elegans 
exhibiting abnormal axonal extension and growth, encodes a novel 
serine/threonine kinase (K. Ogura, et al . , 1994, Genes Dev. 8: 2389-2400). 
Here we report the mol. cloning and characterization of the human homolog 
of UNC-51, designated ULK1, for UNC-51 (C. elegans) -like kinase 1. 
Sequence anal, of the human ULK1 cDNA showed that an open reading frame is 
composed of 1050 amino acids with a calculated MW of 112.6 kDa and a pi of 
8.80. Homol. search anal, showed that ULK1 has 41% overall similarity to 
UNC-51 and 29% similarity to Apglp of Saccharomyces cerevisiae. 
Phylogenetic anal, of ULK1, UNC-51, and Agglp suggested that they 
constitute a novel subfamily of serine/threonine kinases. Southern blot 
analyses suggested that the ULK1 gene spans 30-4 0 kb in the human genome 
as a single-copy gene. Zoo blot anal, indicated that ULK1 kinase is 
conserved among vertebrates including mammals, birds, reptiles, 
amphibians, and fish. Northern blot anal, revealed that ULK1 is 
ubiquitously expressed in adult human tissues such as skeletal muscle, 
heart, pancreas, brain, placenta, liver, kidney, and lung, whereas UNC-51 
is specifically detected in the nervous system of C. elegans. Both FISH 
and RH mapping confirmed the regional localization of ULK1 to human 
chromosome 12q24.3. (c) 1998 Academic Press. 
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mRNA, and therapeutic uses in treating diseases 
related to abnormal cell proliferation 
Prydz, Hans Peter Blankenborg; Brede, Gaute 
Prydz, Hans Peter Blankenborg, Norway; Brede, Gaute 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



40 pp 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



EP 



US 
JP 

PRIORITY 



WO 9711163 

W: AU, CA, 
RW: AT, BE, 
CA 2232301 
AU 9672301 
AU 709027 
862619 
R: AT, BE, 
IE, FI 
5856463 
2002515726 
APPLN. INFO. 



Al 19970327 
JP, NO, US 
CH, DE, DK, ES, 
19970327 
19970409 
19990819 
19980909 
DK, ES, 



AA 
Al 
B2 
Al 
CH, DE, 



A 19990105 
T2 20020528 



WO 1996-NO220 

FI, FR, GB, GR, IE, IT, 
CA 1996-2232301 
AU 1996-72301 

EP 1996-933666 
FR, GB, GR, IT, LI, LU, 

US 1996-715568 
JP 1997-512614 
NO 1995-3680 A 
WO 1996-NO220 W 



19960918 

LU, MC, 
19960918 
19960918 

19960918 
NL, SE, 

19960918 
19960918 
19950918 
19960918 



NL, PT, SE 



MC, PT, 



AB Disclosed is a purified full-length cDNA mol . encoding putative serine 
kinase enzyme (PSKH-1) , and the expression of the cDNA in a recombinant 
host cell to produce substantially purified PSKH-1. Inactivation of 
PSKH-1 pre-mRNA or PSKH-1 mRNA halts DNA synthesis and cell division. 
Also disclosed are ribozymes capable of cleaving PSKH-1 pre-mRNA or mRNA 
and thus deactivating PSKH-1 translation. Ribozymes of the hammerhead and 
hairpin motifs, and various compns . containing same, are also disclosed, 
ribozymes compns. are used in the treatment of mammalian patients 
suffering from diseases or medical conditions characterized by abnormal 
cell proliferation or growth such as cancer and various non-malignant 
diseases or medical conditions such as autoimmune diseases, allograft 
rejection and atherosclerosis. 
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prk, A cytokine -inducible human protein 
serine/threonine kinase whose expression appears to be 
down-regulated in lung carcinomas 
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The authors have cloned and characterized a putative protein 
serine/threonine kinase termed prk through a combination of polymerase 
chain reaction and conventional cDNA library screening approaches. There 
are apparently two distinct domains within prk protein deduced from its 
nucleotide sequences. The amino-terminal portion has the feature of the 
catalytic domain of a serine/threonine kinase and shows strong homol . to 
mouse fnk and other polo family kinases including mouse snk, human and 
murine plk, Drosophila polo, and yeast Cdc5 . The carboxyl -terminal 
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portion, presumably the regulatory domain, shares extensive homol. to 
mouse fnk. Northern blotting analyses reveal that prk expression is 
restricted to a very limited number of tissues with placenta, ovaries, and 
lung containing detectable amts . of prk mRNA. Prk mRNA expression is also 
detected at a low level in the megakaryocyte cell line Dami, M07e, and 
three brain glioma cell lines. In addition, refeeding of serum-deprived 
M07e, Dami, and K562 cells of hematopoietic origin and GM00637D of lung 
fibroblasts rapidly activates prk mRNA expression with its peak induction 
around 2 h after serum addition Prk gene activation by the serum requires no 
new protein synthesis. The recombinant cytokines such as interleukin-3 
and thrombopoietin also activate prk mRNA expression in M07e cells. 
Furthermore, a survey of RNAs isolated cancer patients reveals that prk 
mRNA expression is significantly down-regulated in tumor tissues. 
Southern blotting anal, indicates that the prk gene is present in a single 
copy in the genome of tumors and normal cells. Taken together, these 
results suggest that prk expression may be restricted to proliferating 
cells and involved in the regulation of cell cycle progression. The mol . 
cloning of prk cDNA will facilitate the study of its biol . role as well as 
its potential role in tumorigenesis . 
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AB Screening of a human breast epithelial cell cDNA library with the 

tyrosine -phosphorylated C terminus of the epidermal growth factor receptor 
identified a novel member of the GRB7 gene family, designated GRB14 . In 
addition to a pleckstrin hpmol . domain-containing central region homologous to 
the Caenorhabditis elegans protein F10E9 . 6/migl0 and a C-terminal Src 
homol. 2 (SH2) domain, a conserved N-terminal motif, P (S/A) IPNPFPEL, can 
now be included as a hallmark of this family. GRB14 mRNA was expressed at 
high levels in the liver, kidney, pancreas, testis, ovary, heart, and 
skeletal muscle. Anti-Brbl4 antibodies recognized a protein of approx. 58 
kDa in a restricted range of human cell lines. Among those of breast 
cancer origin, GRB14 expression strongly correlated with estrogen receptor 
positivity, and differential expression was also observed among human 
prostate cancer cell lines. A GST-Grbl4 SH2 domain fusion protein 
exhibited strong binding to activated platelet -derived growth factor 
(PDGF) receptors (PDGFRs) in vitro, but association between Grbl4 and 
p-PDGFRs could not be detected in vivo. In serum-starved cells, 
Grbl4 was phosphorylated on serine residues, which increased with PDGF, 
but not EGF, treatment. Grbl4 is therefore a target for a PDGF-regulated 
serine kinase, an interaction that does not require PDGFR-Grbl4 association 
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AB Inactivation of the tumor suppressor gene lethal (2) giant larvae (D-lgl) 
of Drosophila leads to malignant transformation of the presumptive adult 
optic centers in the larval brain and tumors of the imaginal disks. These 
malignancies result from the disorganization of a cytoskeletal network in 
which the D-LGL protein participates. Here we describe the isolation of a 
cDNA encoding the human homolog to the D-lgl gene designated as hugl. The 
hugl cDNA detects a locus spanning at least 25 kilobases (kb) in human 
chromosome band 17pll.2-12, which is centromeric to the p53 gene and 
recognizes a 4.5 kb RNA transcript. The hugl gene is expressed in brain, 
kidney and muscle but is barely seen in heart and placenta. Sequence 
anal, of the hugl cDNA demonstrates a long open reading frame, which has 
the potential to encode a protein of 1057 amino acids with a predicted 
mol. weight of 115 kdalton (kD) . To further substantiate and identify the 
HUGL protein, we have prepared polyclonal rabbit antibodies against 
synthetic peptides corresponding to the amino and carboxyl termini of the 
conceptual translation product of the hugl gene. The affinity-purified 
anti-HUGL antibodies recognize a single protein with an apparent mol. weight 
of .apprx.115 kD. Similar to the Drosophila protein, HUGL is part of a 
cytoskeletal network and, is associated with nonmuscle myosin II heavy chain 
and a kinase that specifically phosphorylates HUGL at serine residues. 
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AB The authors have identified the nucleotide sequence of the cDNA encoding 
the human counterpart of the mouse gene Plk (polo-like kinase) . The 
sequence of the human gene, PLK, predicts a serine/ threonine kinase of 603 
aa. Expression of PLK mRNA appeared to be strongly correlated with the 
mitotic activity of cells. Resting peripheral lymphocytes did not express 
the gene at all. When primary T cells were activated by 
phytohemagglutinin, a high level of PLK transcripts resulted within 2-3 
days. In some cases, addition of interleukin 2 to these cells increased the 
expression of PLK mRNA further. In contrast, primary cultures of human 
peripheral macrophages, which were not dividing under the culture 
conditions applied, showed very little or no PLK mRNA. Stimulation of 
these cells by bacterial lipopolysaccharide , and inducer of several 
cytokines in macrophages, totally abrogated the expression of PLK mRNA. 
In line with a function of PLK mRNA expression in mitotically active cells 
is the authors' finding that six immortalized cell lines examined expressed 
the gene. In A-431 epidermoid carcinoma cells this expression was 
down- regulated by serum starvation and enhanced after serum was added 



again. Tumors of various origin (lung, colon, stomach, smooth muscle, and 
esophagus as well as non-Hodgkin lymphomas) expressed high levels of PLK 
transcripts in about 80% of the samples studied, whereas PLK mRNA was 
absent in surrounding tissue, except for colon. The only normal tissues 
where PLK mRNA expression was observed were colon and placenta, both known to 
be mitotically active. No PLK transcripts were found in normal adult 
lung, brain, heart, liver, kidney, skeletal muscle, and pancreas. In 
Northern blot expts. with RNA from lymphocytes which were treated with 
phytohemagglutinin and cycloheximide, PLK transcripts were not detectable, 
suggesting that PLK is not an early growth- response gene. 
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AB Screening of a human embryonic lung fibroblast cDNA expression library 
with antiphosphotyrosine antibodies led to isolation of a novel protein 
kinase. A clone, designated A6, contained a 3-kb cDNA insert with a 
predicted open reading frame of 350 amino acids. DNA sequence anal, 
failed to reveal any detectable similarity with previously known genes, 
and the predicted A6 protein lacked any of the motifs commonly conserved 
in the catalytic domains of protein kinases. However, the bacterially 
expressed p-galactosidase-A6 fusion protein demonstrated both 
tyrosine and serine phosphorylation in an in vitro kinase assay and 
phosphorylated exogenous substrates including myelin basic protein 
specifically on tyrosine residues. The enzyme also displayed biochem. 
properties analogous to those of other protein tyrosine kinases. The A6 
gene was found to be expressed widely at the transcript level in normal 
tissues and was evolutionarily conserved. Thus, A6 represents a novel 
tyrosine kinase which is highly divergent from previously described 
members of this important class of regulatory mols. 
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AB A cDNA clone encoding a 53 kDa serine/threonine kinase receptor with an 

overall structure similar to that of the type II receptor for transforming 
growth factor p (TGFp) was obtained. 1251-TGFpi bound to 
porcine endothelial cells transfected with the cDNA and formed a 
cross-linked complex of 70 kDa, characteristic of a TGFp type I 
receptor. Immunopptn. of the cross-linked complexes by antibodies against 
the cloned receptor revealed the 70 kDa complex as well as a 94 kDa 



TGFp type II receptor complex. The immunopptd. novel 

serine/ threonine kinase receptor had biochem. properties of the TGFp 

type I receptor and was observed in different cell types. Transfection of 

the cloned cDNA into TGFp type I receptor-deficient cells restored 

TGFp-induced plasminogen activator inhibitor I production These results 

suggest that signal transduction by TGFP involves the formation of a 

heteromeric complex of two different serine/threonine kinase receptors. 
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The human cot proto -oncogene encodes two protein 
serine/ threonine kinases with different transforming 
activities by alternative initiation of translation 
Aoki, Masahiro; Hamada, Fumihiko; Sugimoto, Toshiro; 
Sumida, Shuji; Akiyama, Tetsu; Toyoshima, Kumao 
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The cot gene is an oncogene encoding serine/threonine kinases isolated by 
DNA transfection assay. In this study, cDNA for the human cot 
protooncogene (proto-cot gene) was isolated and the structure and function 
of its gene products were examined The proto-cot gene has an open reading 
frame encoding 467 amino acids of which the first 397 amino acids are 
identical to those in the corresponding part of the cot gene. The protein 
products of the proto-cot gene were identified as 58- and 52-kDa proteins 
with intrinsic protein serine/threonine kinase activity. These two 
protein species were suggested to be generated by alternative initiation 
from two AUGs. The 58- and 52-kDa proteins are both localized 
predominantly in the cytosol, but the 58-kDa protein has a shorter 
half -life than the 52-kDa protein, suggesting the importance of the 
amino-terminal domain in regulating the stability of the proto-Cot 
protein. More interestingly, the 58-kDa protein showed stronger 
transforming activity than the 52-kDa protein, although this activity was 
much weaker than that of the Cot oncoprotein. Thus, the amino-terminal 
domain of the Cot protein may be necessary for cellular transformation, 
whereas the carboxyl -terminal domain may neg. regulate the transforming 
activity. 
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Stimulation by insulin of a serine kinase in human 
platelets that phosphorylates and activates the 
cGMP- inhibited cAMP phosphodiesterase 
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The authors previously reported that insulin stimulation of human 
platelets induces serine phosphorylation and activation of the 
cGMP- inhibited cAMP phosphodiesterase (cGI-PDE) . Here, the authors 
describe methods to detect and partially purify an insulin-stimulated 
cGI-PDE kinase (cGI-PDE ISK) from lysates of platelets incubated with 
insulin. Incubation of human platelets with 10-8 M insulin increased 
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cGI-PDE ISK activity two-fold. The DEAE-Sephacel-purif ied cGI-PDE ISK 
phosphorylated the cGI-PDE on serine in a time- and concentration-dependent 
manner resulting in an increased incorporation of about 0.2 mol of 
[32P]/mol of cGI-PDE and 15-20% increase in cGI-PDE activity. The 
phosphorylation of cGI-PDE was not affected by 10 nM PKI, 1 ug/mL of 
heparin, 3 mM CaCl2 or 1 mM MnCl2 . CGI-PDE ISK did not adsorb to 
antiphosphotyrosine antibodies. To maintain its activation it was 
necessary to add protein phosphatase inhibitors to the lysate-buf f ers . 
All of these findings are consistent with the conclusion that a 
serine/ threonine phosphorylation of the cGI-PDE ISK is involved in its 
activation by insulin. 
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AB Ectopic expression of cDNAs derived from a Ewing sarcoma cell line in 
NIH3T3 cells, was used to isolate a transforming gene (est) . Sequence 
anal, revealed homol. to the cot oncogene, which encodes a novel serine 
kinase. Whereas the cot product was truncated at its carboxy- terminal end 
as a result of gene rearrangement during transf ection, est encodes the 
normal cot product. Thus, this gene can be activated as an oncogene by 
overexpression as well as by gene rearrangement. NIH3T3 cells transf ected 
with est formed progressively growing colonies in soft agar and were 
tumorigenic in nude mice. The 3.2-kb est transcript was expressed at low 
levels in both human fibroblasts and epithelial cells. Addition of the tumor 
promoter, okadaic acid (OA) , or cytokine, interleukin 1 (IL-1) , but not 
serum or platelet -derived growth factor (PDGF) , induced increased 
expression of the est transcript. Fluorescence in situ hybridization was 
used to localize the est gene to the short arm of human chromosome 10 at 
band pll . 2 . 
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AB The intracellular events which are involved in controlling the Gl to S 

phase transition during the eukaryotic cell cycle are important to define 
in order to understand the mechanisms by which mitogenic and growth 
arrest-inducing agents control cell growth. Because a change in protein 
kinase activity is associated with the initial response of cells to mitogenic 
stimulants and growth factors, a kinase renaturation assay was used to 
identify specific protein kinases which are modulated as human T cells 



make the Gl to S phase transition after mitogenic stimulation with lectin. 
Four protein serine/threonine kinases of 180, 97, 85, and 38 kilodaltons 
were identified which are increased in activity as these cells enter S 
phase. A 55 kDa serine/threonine kinase (PK55) was shown to have maximal 
activity during GO and its activity was reduced by 95% upon movement into 
S phase. PK55 is inducible in human T cells by removal of interleukin 2 
and low serum incubation which arrests cells in Gl phase, indicating that 
it is closely associated with Gl phase growth arrest. Furthermore, a similar 
PK55 activity was induced upon growth arrest in HL-60 cells treated with 
DMSO and in Daudi cells treated with interferon a. Because the 
cAMP -dependent protein kinase (PK-A) family has been shown to be 
antiproliferative to lectin stimulated T cells, it was examined whether PK55 
was in fact an isoenzyme of PK-A. Comparative anal, using a specific 
peptide inhibitor of PK-A activity revealed that PK55 is catalytically 
distinct from PK-A. Thus, increases in PK55 may be associated with the 
growth- arrested state and PK55 is distinct from PK-A. 
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AB Activation of the cdc2 protein kinase at different stages of the cell 

cycle is regulated by post-translational modifications and interactions 
with cyclins. It is shown that in vitro translated human cdc2 binds very 
poorly to A and B cyclins, unless it has been preincubated with a Xenopus 
egg extract This results in the phosphorylation of cdc2 which allows binding 
to cyclins. The replacement of Thrl61, a residue conserved and 
phosphorylated in other protein kinase, with valine inhibits cdc2 association 
with A and B cyclins. In addition, mutations in the amino -terminus of cdc2 
and within the conserved PSTAIR region strongly inhibit binding. The 
Thrl61Val mutation causes a lethal phenotype in the fission yeast 
Schizosaccharomyces pombe, while replacement of Thrl61 with glutamic acid, 
potentially mimicking phosphorylation, causes uncoordination of mitosis 
and multiple cytokinesis. These results suggest that a threonine 
phosphorylation/dephosphorylation cycle is involved in regulating cdc2 
function. 
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